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Phase 1 study of allogeneic invariant natural killer T cells (iNKTs), agenT-797, alone or in
combination with pembrolizumab or nivolumab in patients with advanced solid tumors A
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Background

Invariant natural killer T (iNKT) cells are a unique subset of T cells that exhibit both direct and indirect anti-
tumor activities. iNKT cells can recognize and kill tumor cells directly through the release of cytotoxic
molecules, such as perforin and granzyme B, and by inducing apoptosis through the Fas/FasL pathway.
Additionally, iNKT cells can act indirectly by stimulating other immune cells, such as dendritic cells, natural
killer (NK) cells, and CD8+ T cells, to target and kill tumor cells. iINKT cells also play a key role in regulating the
immune response by producing cytokines, such as interferon-gamma and interleukin-4, that promote the
activation and differentiation of other immune cells. We have developed an allo-iNKT cell product called
agenT-797 that is ex vivo expanded, highly scalable, and under evaluation in a broad spectrum of diseases,
including solid tumors. Data from the phase 1 clinical trial to assess safety and efficacy of agenT-797
monotherapy or in combo with pembro or nivo in patients with solid tumors (NCT05108623).
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Phase 1/2 of agenT-797, in patients with advanced solid tumors
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Treatment: 3+3 Dose escalation of agenT-797 administered by single intravenous infusion in
combination with pembro or nivo. Doses were based on favorable safety profile and efficacy observed

on viral ARDS (NCT04582201) and r/r multiple myeloma (NCT04754100) trials.

Patient Demographics

Table 1. Patient demographics and prior treatment regimens

DL1, MonoTx DL1, ComboTx DL2, MonoTx DL2, ComboTx

Doselevel  43x10°cells/kg  43x10°cells/kg  14x107cells/kg  14x107cels/kg
Subjectsdosed(n) 8 3 20 34
Age
Median (range) 60 (30-73) 62 (62-76) 57.5 (30-83) 62 (48-70) 62 (30-83)
Sex, n (%)
Male 2 (25.0) 3 (100.0) 14 (70.0) 3 (100) 22 (64.7)
Female 6 (75.0) 6 (30.0) 0 12 (35.2)
Prior line of therapies
Median (range) 4 (2-11) 3 (2-5) 3 (1-13) 4 (4-6) 4 (1-13)
Prior PD-(L)1 therapy 3 5 3 14

agenT-797 well tolerated with anti-PD-1 at all dose levels; no neurotox

or severe CRS
Table 2. Summary of Adverse Events (AEs)

Total agenT-797
MonoTx (DL1)

Doselevel 43x10°cells/kg

agenT-797
+ anti-PD-1 (DL1)
4.3 x 106 cells/kg
3

agenT-797
MonoTx (DL2)

1.4 x 107 cells/kg = 1.4 x 107 cells/kg

agenT-797
+ anti-PD-1 (DL2)

3
. ___n® . n® n% n (%)
AE 32 (94.1) 8 (100) 3 (100) 18 (90.0) 3 (100)
Any AE of grade > 3 19 (55.9) 7 (87.5) 0 11 (55.0) 1(33.3)
irTEAE 3(8.8) 0 0 2 (10.0) 1(33.3)
Any irTEAE of grade > 3* 1(2.9) 0 0 0 1(33.3)
TRAE 9 (26.5) 3 (37.5) 2 (66.7) 2 (10.0) 2 (66.7)
Any TRAE of grade > 3 1(2.9) 1(12.5) 0 0 0
TRAE by System Organ Class
General (Fatigue, Chills) 5(14.7) 1(12.5) 1(33.3) 1(5.0) 2 (66.7)
Skin (Pruritus, Odor) 2(5.9) 1(12.5) 1(33.3) 0 0
Immune system (CRS) 1(2.9) 0 0 1(5.0) 0
Nervous system (Dysgeusia) 1(2.9) 0 0 0 1(33.3)
Psychiatric (Insomnia) 1(2.9) 0 1(33.3) 0 0
Respiratory (Dyspnoea) 1(2.9) 0 0 1(5.0) 0
Blood and lymphatic system (Anemia) 1(2.9) 1(12.5) 0 0 0

No DLTs observed. No TRAEs leading to d/c, dose interruption, or death. TRAE of anemia (gr3; n=1) on DL1 mono

and irEAE of skin rash (gr3; n=1) in DL2 combo and deemed unrelated to agenT-797, related to anti-PD-1.

agenT-797 showed evidence of clinical benefit heavily pre-treated patients

Percent target lesion change from baseline

50

Best Percent Change from Baseline (%)

-10 —
-20 —
70 e
_40 — Dose Level
E AgenT-797 Level 1: 4.3x1076 cells/kg, Monotherapy
50 — [l AgenT-797 Level 1. 4.3x1076 cells/kg, Combination therapy
B AgenT-797 Level 2: 1.4x10"7 cells/kg, Monotherapy
50 B AgenT-797 Level 2: 1.4x1077 cells/kg, Combination therapy

Percent target lesions change from baseline over time

70 —

| @ Monotherapy HEl Combination therapy |

60 —

50

40 -

30

Percent Change from Baseline (%)

20 —

(X N J
10 —

bbb A
© 0O O O O
[ 1 1 | |

0
0
|

0
0
|

10 15 20 25 30 35 40
Weeks

Figure 5. Change in baseline scans in patients who received agenT-797 and have baseline as well as at least one post-baseline measure of target lesions. Right plot: patients on combination therapy in Red; 1 PRand 9
SD/biomarker response. Gastric cancer patient shows durable PR (*) described in figure 6, PD-1 r/r NSCLC shows SD continuing @5months (¢), testicular cancer patients (n=2, ®¢) show disease stabilization on mono and
combo therapy with a biomarker response (AFP levels decrease from 11.6 to 3.06 ng/ml) on nivo combo; Appendiceal shows SD continuing at 6 months(eee).

agenT-797 induced a pro-inflammatory cytokine response
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Figure 3. (A) Pre- and post- infusion serum pro- and anti-
inflammatory cytokines post tx (n=30). Day 1 “pre”-infusion;
D1-D8 (0.5 hr to D8), D15-29 post-infusion. Most significant
post-dosing change was IFNY (B). IFNY is a hallmark of iNKT
activation potentially indicative of tumor INKT activation (**
p<0.01; *** p<0.001; non-parametric Friedman test). Normal
upper limits (---) of IFNy: 25 pg/ml; TNFa: 30 pg/ml; IL-1: 12
pg/ml; IL-2: 20 pg/ml; IL-4: 1 pg/ml; IL-6: 25 pg/ml. Reference
data (Purbhoo MA. SITC22) of agenT-797 in viral ARDS shows
an anti-inflammatory signature.
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Peripheral persistence consistent with rapid agenT-797 tissue trafficking

(A)

agenT-797 promoted durable response in 3L gastric cancer after failure on
SOC chemo and anti-PD-1

Baseline

12 Weeks

24 Weeks

36 Weeks

Left Omental Nodule 16 mm 16 mm 10 mm 7 mm
Overall Target Lesion Reduction -15% -33% -42.42%
(B) D Figure 6. (A) MSI-high gastric cancer with partial
Tumor type Gastric cancer (A) response. Patient was treated with agenT-797 + nivo
Age (years) 75 after failure on initial tx with pembro (4 cycles;
Sex M BORR=PD of peritoneal nodules) followed by
Treatment agenT-797 (4.3 x 1076 cells/kg) + nivolumab nivo/FOLFOX (BORR=SD; progression in omental
(202ng) nodules). Two-months following progression on

nivo/FOLFOX, patient was treated with agenT-797+
nivo and revealed tumor reductions of omental
nodules starting at 12 weeks (-15%) with reductions
continuing at 24 weeks (-33%) and 36 weeks (-
42.4%). Treatment was tolerable with rash (gr2)
attributed to nivo which resolved with topical
steroids. No other immune related adverse effects.

Partial Response -42.4% target lesion reduction, ongoing 36wks

Pembrolizumab (PD)

Prior treatments (BORR) FOLFOX + nivolumab + oxaliplatin (SD)

agenT-797 promoted tumor immune infiltration in gastric cancer patient
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Figure 4. Persistence of agenT-797 in the periphery. Quantification of agenT-797 in PBMCs by digital droplet
PCR (ddPCR) based on single nucleotide polymorphisms (SNPs) unique to donor material. (A) Clinical
persistence for DL1 (Red), DL2 (Blue) and all (Black) shows dose-dependent peak agenT-797 levels on D2
detectable through week 8 post-infusion. (B) agenT-797 clinical and preclinical data at post D2 is consistent
with blood-to-tissue distribution of agenT-797 observed in vivo in a previously described murine xenograft
(Yigit et al. JITC 2021 Posters #400, #205). Analysis of tissue persistence of agenT-797 in patients is currently
in-process using cell-free DNA (cfDNA) analysis.
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Figure 7. Multiplex immunofluorescence (mIF) on FFPE tumor sections from responding gastric cancer patient. On-

treatment biopsy demonstrates dramatic infiltration of tumor by T cells. Infiltrate consists predominantly of CD8+ cytotoxic
T lymphocytes (CTL), with Ki-67 biomarker expression indicative of recent CTL activation and cell division. (images analyzed

by automated image analysis as shown in figure 8).
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Figure 8. Profiling tumor and immune cells in gastric cancer patient with partial response. Patient shown in red, all other
patients in black. Following administration of agenT-797 systemic and local TH-1 signatures are detected, which lead to
enhanced immune infiltration of tumor and relieves the blockage of neoantigen driven expansion of anti-tumor CTL. (Left to
right) High mutational burden correlated with a high neoantigen score. Tumor infiltrating T cells demonstrated a high degree of

cl

onality; clonality increased following treatment with agenT-797. TCR CDR3 sequence analysis indicates a post-treatment

switch in the predominant TCR clone, with infusion of agenT-797 followed by a dramatic expansion of a minority pre-existent T
cell clone (red open circles, dotted line). This increase of a specific T cell clone corresponds with markers of T cell activation and
proliferation as measured by mIF and automated image analysis, indicating intra-tumoral expansion of mainly CTL following
treatment with agenT-797. Taken together, high tumor mutational burden leads to increased neoantigen presentation which is
only partially effective at driving clonal expansion of anti-tumor T cells, even in the presence of anti PD-1 checkpoint inhibitors.
Following administration of agenT-797, we observe systemic and local TH-1 signatures, enhanced immune infiltration in the
tumor and expansion of anti-tumor CTLs. WES/RNAseq data (left 4 panels; n=10) and mIF data (right 3 panels; n=16).

agenT-797 promoted a cytotoxic TH-1 response in responding gastric cancer patient
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Figure 9. RNAseq gene expression analysis of screening and on-treatment (onTx) tumor biopsies from gastric cancer patient. On-

treatment tumor material (D15) exhibits signature of increased tumor immune infiltration and activity. On-treatment gene
expression signatures indicate increased (A) cytotoxic activity, (B) Immune cell activation, and (C) TH-1 polarization, and are
consistent with the infiltration of tumor by cytotoxic lymphocytes including CTL, (D) NK cells or iNKT cells. Gene expression

shown as transcripts per million (TPM).

Conclusions

Single administration of agenT-797 (allo-iNKTs) shows clinical benefit in patients with heavily pre-treated solid tumor

cancers; including a partial response in 3L gastric cancer, disease stabilization (n=9) in PD-1 r/r NSCLC, appendiceal, and
testicular cancers (with biomarker response of AFP decrease 12 to 3 ng/ml continuing at 12 weeks).

* agenT-797 was administered without lymphodepletion, is persistent and detectable in the periphery for ~8 weeks after

administration and is well-tolerated alone and in combination with anti-PD-1 therapy (TRAE, n=1; gr 23 anemia).

* agenT-797 induces systemic and local proinflammatory TH-1 signatures and increased tumor infiltration by cytotoxic

lymphocytes (NK cells and CTL) and drives clonal T cell expansion in cancers with high neoantigen burden.

* Our data demonstrate the mechanisms of iNKT cells to enable T cell and NK cell trafficking to tumors, reinvigorate

partially exhausted CD8+ T cells, and improve effector functions within the tumor microenvironment which underscores
the potential to expand benefit to currently available therapies.

* QObservations of a proinflammatory signature associated with agenT-797 in the treatment of solid tumors appropriately

contrasts the anti-inflammatory signature of agenT-797 in severe COVID19/ARDS (NCT04582201; Haommond et al.
JITC2022), suggesting a plasticity of the agenT-797 mediated response in relation to the specific disease context.

*  MIiNK Therapeutics to evaluate agenT-797 in combination with SOC (pembro/nivo) +/- botensilimab2 in r/r NSCLC (Tan et.

At AACR 2020), testicular cancer (Ph1/2 expansion NCT05108623) and in 2L gastric (Ph1/2 IST Janjigian et al.).
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